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fix the Cla ims 

I (currently amended). A method of isolating or selecting related DNA molecules 
laboring nucleic acid differences in a DNA sample, said method comprising the selection or 
isolation of hctcroduploxcs containing at least one internal single stranded region with a single 
stranded trap, ehuingam^^ 

Iieioroduidex, wherein 

i ) said hclemduplexcs are formed between said related DNA molecules, 

ii) said internal single stranded regions represent said nucleic acid differences, and 

iii) the single stranded trap involves the use of a Recognition Element (hat is henzoylatcd- 
naphlhoylalal-DfiAli-cclhilosc (BNDC). 

2 (currently amended). A method of isolating or selecting related DNA harboring 
nucleic acid differences in a DNA sample, comprising the following sieps: 

(a) obtaining a DNA sample containing said related DNA molecules; 
(h) dcrou uring DNA molecules present in said sample; 

(c) annealing said denatured DNA molecules to al low the formation of hctcroduplcxcs 
between said related DNA molecules harboring nucleic acid differences; atjdr 

(d) isolating or selecting hcteroduplexes containing at least one internal single stranded 

region using a single-stranded trap comprising a Recognition Element that is bcnzoylatcd- 
naphlhoyUUcd-DKAK-cel1ulosc(BNDQi 

19) — ejntingiiiidicc^ 

iy&'»ll.fCBm «riL*.wng!cj»JB3nndfflLUQiUM<h ail eluti on buf fer; and 

(f) QtJ)l)jjIyLiig,,c.lMh^0JLSgqufcnci nii the recover e d liete rocluplgy. 

3 (original). The method of claim 2, wherein said method comprises die steps of reducing 
die size of DNA molecules. 

anvwm u.so ».i>ivvAmJ-i?c-.p\Airtii.d.>«a)NiM!i 



PAGE 319 * RCVD AT 6130/2006 2:51 :57 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/4 ' DNIS:2738300 ' C$D:3523725800 1 DURATION (mm-ss):03-02 



JUN-30-06 FRI 02:53 PH SALIWANCHIK LLOYD FAX NO. 3523725800 P. 



Docket No. G-099US03DTV 
Serial No. 10/681,490 



4 (original). The meihod of claim 2, wherein said method comprises the steps of: 

i) removing single stranded regions other than internal single stranded regions on 
hetcroduplcxes containing at least one internal single stranded region by cleaning and blunting DNA 
molecules obtained after step (c); and, optionally, 

ii) ligaling adapters lo the ends of said hetcroduplcxes, 
wherein said steps are performed before step (d). 

5 (original). The method of claim 2, wherein said method comprises a step of amplifying 
said isolated or selected hetcroduplcxes. 

6 (original). The method of claim 1 , wherein said DNA sample comprises DNA molecules 
from a single source, a single environment or a single physiological condition. 

7 (original). The meihod of claim 1, wherein said DNA sample comprises a mixture of 
DNA molecules from at foist two different sources, two different environments or two different 
physiological conditions. 

8 (original). The method of claim 1 , wherein said DNA sample, comprises cDNA. 

9 (original). I he method of claim 1 , wherein said DNA sample comprises DNA molecules 
derived from a single gene or a limited set of genes. 

10 (original). The method of claim 1, wherein said method comprises the following steps: 

i) mixing said sample with said Recognition Element under condition to allow (a) the 
binding of said internal single stranded regions within said hetcroduplcxes to said Recognition 
Uknvnt and (b) subsequent formation of internal single stranded region containing hcleroduplex- 
rccogriition element complexes; and 

ii) separating said complexes from said sample. 
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1 1 (currently a mended). The method of claim 2» wherein slep (d) of said method 
comprises the following steps; 

(0 using benzoylated-naphthoylatcd-DKAE-ccllulose (BNI3C) (o prepare a column; 

(ii) washing said column; 

(iii) bringing said column into contact with said annealed sample to allow (a) the binding 
oPsaid internal single stranded regions with said hetcroduplexcs to said column and (b) subsequent 
formation of internal single stranded regionretkm containing licteroduplex-bcnzoylnied- 
nnphthoylaled-UHAH-cellulose (BNDC) complexes; and 

(i v) remo vii ig ihe unbound DNAs by washing said column. 

12 (original). The method of claim 11, wherein: 

a. the column is washed with a binding huffer comprising 1 M NaCl; and 

b. the annealed sample is dissolved in a binding buffer comprising 1 M NnCl. 

13 (canceled). 

14 (original). The method of claim 1 7 wherein said nucleic acid difference comprises an 
insertion, deletion, or replacement of at least 1 5 nucleotides. 

1 5 (original). The method of claim 2, wherein said DNA sample comprises DNA molecules 
from a single source, a single environment or a single physiological condition. 

16 (original). The method of claim 2, wherein said DNA sample comprises a mixture of 
DNA molecules from at least iwo different sources, environments or physiological conditions. 

I ? (original). The method of claim 2, wherein said DNA sample comprises cDNA. 



):Wii:NW09.1.JS0J.DlVW\ii),|RcjiMmiI.do<yo»0/sl 



PAGE 5/9 ' RCVD AT 6/30/2006 2:51:57 PM [Eastern Daylight Time] 1 SVR: USPTO-EFXRF-3/4 1 DNIS:2738300 * CSfD:3523725800 * DURATION (mm-ss):03-02 



JUN-30-06 FRI 02:54 PM SALIWANCHIK LLOYD 



FAX NO. 3523725800 



P. 



5 Docket Mo. G-099US03DIV 

Serial No. 10/681,490 

1 8 (original). The method of claim 2, wherein said DNA sample comprises DNA molecules 
derived from a single gene or n limited set of genes. 

1 9 (original). The method of claim 2, wherein said nucleic acid difference comprises an 
insertion, deletion, or replacement of at least 15 nucleotides. 

20 (ori Bind). The method of claim 2 wherein step (d) of said method is repeated more than 
one time on the same sample. 

21 (original). The method of claim 2 wherein said method comprises an additional step of 
recovering said related DNA from internal single stranded region containing hctcroduplex- 
recognilJou clement complexes. 

22 (original). The method of claim 2 wherein said method comprises astep of cloning said 
DNA harboring nucleic acid differences. 

23 (original). The method of claim 2 wherein said method comprises a step of sequencing 
said DNA liiirboting nucleic acid differences. 
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